SUMMARY Flow-cytometry studies of DNA and RNA content were carried out in acridine orange-stained synovial fluid lymphocytes from 11 patients presenting with classical or definite rheumatoid arthritis. Monoclonal antibodies were used to detect specific T cell surface antigens (OKT3, OKT4, OKT8) and antigens associated with lymphocyte activation (OKIa 1, OKT10). T3 positive cell percentages were comparable to those of normal blood, although T4/T8 ratios were decreased in 4 out of 5 cases, and HLA-DR positive cells increased. Six out of 11 patients showed percentages of dividing cells varying from 2-2 to 7-2 % as compared with less than 1 % in the other patients and in normal blood. Nondividing cells were 
Numerous studies have provided evidence which suggests a major role of cell-mediated immune responses in the pathogenesis of rheumatoid arthritis (RA). Abnormalities of both B and T cell subsets have been described. B cell hyperactivity accounts for an excessive immunoglobulin production and formation of autoantibodies such as rheumatoid factors (RF). An imbalance of T cell subsets has been reported in blood,' synovial membrane,2 and cell suspensions prepared from synovial fluid.1' However, the results of functional studies remain controversial, though impairment of T suppressive function of blood or synovial fluid lymphocytes from patients with rheumatoid arthritis has been reported. 4`6 Recently, immunohistological studies on biopsies from normal lymph nodes and rheumatoid synovial membranes led to the hypothesis of a defect in T lymphocyte-macrophage immunoregulation2 within the synovial membrane. Following stimulation, T cells may become activated and proliferate, expressing new membrane markers such as HLA-DR antigens or antigens reacting with the OKT10 antibody. 7 Cytofluorometry allows the distinction between proliferating cells characterised by their increased DNA content, and activated-nonproliferative cells characterised by their increased RNA content. The present study was undertaken to determine the respective proportions of proliferating and activated cells in synovial fluids from patients presenting with RA 46  48  0  0  0  2  F  60  112  0  50 5  3200  64  3  F  80  87  1024  8-0  200  8  4  F  27  106  0  11-0  32  5  F  64  142  0  51-5  1600  128  6  M  72  110  0  30 7  1280  256  7  F  54  78 
Results
Pattern ofDNA content in rheumatoid-arthritis synovial fluid lymphocytes (RA-SFL). The DNA of the total lymphocytes from synovial fluid displayed the same distribution ( Fig. 2A) as that of normal peripheral blood lymphocytes (PBL) with a high peak corresponding to the GO/G1 phase. The second peak corresponded to cells in the G2 + M phase. The part of the histogram between these 2 phases corresponded to cells progressing through the S phase. For the calculation of the relative percentages of GO/Gl and S + (G2 + M) phases, the limit of the GO/Gl phase was fixed at the end of the decreasing part of the peak, assuming symmetry under our staining conditions. Eleven samples of RA-SFL were evaluated: 6 out of 1 t showed percentages of dividing cells varying from 2-2 to 7-2 %, as compared with less than 1% in the other 5 patients and in normal blood ( Table 2) .
Patterns of RNA content in RA-SFL. Measurements T lymphocyte subsets in RA-SFL. T cell subsets were evaluated for 5 patients on lymphocyte cluster; for 3 of them the determination was made separately on small and large lymphocytes ( Table 3) .
Percentages of OKT3 positive small lymphocytes were similar to those of normal blood. OKT4 and OKT8 positive cell percentages showed important individual variations. However, OKT4/OKT8 ratios were decreased in 4 out of 5 cases-0-69 to 1 46. In a comparison of large lymphoblasts and small lymphocytes one patient showed a lowered OKT4/OKT8 ratio (1.03) for large lymphoblasts as compared with small lymphocytes .
Presence of 'activation antigens' on RA -SFL. RA-SFL showed a definite increase in the percentage of Ia-like antigen (OKIa 1) positive small lymphocytes: 27% + 5 (Table 3) . For 2 out of 3 patients percentages of Ia-like positive large lymphoblastoid cells were still higher-51 and 90%. 
